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Secondary Efficacy Results (Historical Studies)
‘e E-38 presents the results reported for the secondary efficacy measures in Protocls 0013, 0014, and

N i = - 3

Table E-38. Semmary: Rasults of Secondary Efficacy Measures in Protecsis 0013, §014, & 0060

Pretocol Leog-Term Super- Qlinical Temperature WBC Count Fellow-Up
Fellow-ap infections Observations Poeumatic
No.Pus Otescopy/
- Tympanometry
+ 0013 Baceriologic cuwre: 71% | 2% of both | Earache, Both weatment Atthe BOT, both | Exeernal auditory
CFD =95 in both groups the CFD and |irritability. and | groups had treatment groups | canals:most were
A/C =48 . |AXCgroups |otorthea significant within- | had statistically jnorma’ in both
" JClinical cure or had disappeared with | group decreases | significant mean  jgroups. ~
improvement: superinfec-  |therapy inboth | from baseline at | decreases from
CFD (65%). tions groups. the iperim, EOT, | pretreatment Tympanic
A/C (63%) and LTF visits. | counts. membranes: some
No significant patients in both
Recurreace (% # pts): between-group groups exhibited a
CFD (25%:. 24M5), differences variety of
A/C (25%: 12/48) abnormalities.
0014 Bacteriologic cure: CFD: 11%, |Eanache, Both weatment  JAtthe EOT, both | External auditory
CFD (67%). A/C: 14%  |imritability, and | groups had treatment groups | canals:most were
CFD = 56 AC (78%) otorthea significant within- | had statistically | mormal in both
A/C =37 dissppeared with | group decreases | significant mean | groups.
Clinical cure or improve- therapy in both | from baseline at | decreases from
ment of clinical symp- poups. the interim, EOT, |pretreatment Tympanic”
soms: CFD (63%), and LTF visits.  {counts. membranes: some
A/C (81%) No significant patients in both
between-group groups exhibited 3
Recurrence (%: # pes): differences variety of
CFD (18%: 10/56). abaormalities.
A/C (11%; 4737)
0060 Bacteriologic Cure: Not |Not Investi- | Earache, Both treatment At the EOT, both | External auditory
Investigated gated rvitability, coryza, | groups had treatment groups | canals: most were
CFD =54 and owrrhea significant within- | had statistically | normal in both
A/C = 56 EOT of Therapy Progress genenally group decreases | significant mean | groups.
1of infection: dissipated by from baselinc at | decreases from
CFD (81%) EOT the EOT, and LTF ) pretreatment Tympeaic
A/C (86%) visits. No counts. No membranes:
Final Visit Progress of important important Pacumatic otoscopy
Infection (C1 « PD)* between-group  between group | findings were
CFD ({18+16)/44 = T7%) differences. differeaces. . | genenally sormal,
A/C ([24+18)/47 = 89%) ) tympanometry
generally act done.
Recurrence (Cl + P)*:
CFD ([6+4)/44223%),
AC ([243)47=11%)

m-mﬁwmm-wmmm-mdwvm
LTF = Long-Term Follow-up Visit

. mmwmmmwmdwmwm)mmm«mx
opinion of cure/improvement as reporied during 2 telephone interview

Reference: (3.4, 5}

3. Efficacy Summary and Conclusions (10 day Studies)
The efficacy and safety profile of the 5-day cefpodoxime regimen, as determined from
integrated data from Protocols 0098-A and 0098-B, was retrospectively compared with that of a
)-day cefpodoxime regimen. The 10-day data for this comparison were obtained from three
studies (Protocols M/1140/0013, M/1140/0014, and M/1140/0060 ) in which pediatric patients with
otitis media were treated with either cefpodoxime at a dose of 5 mg/kg every 12 hours for 10 days or
amoxicillin/clavulanate potassium at a dose of 13.3 mg/kg every 8 hours for 10 days. This was
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- " = to provide a framework in which to place the five day data. Also given the-choice of
( tparator in the five day data, endpomts side-by-side could be mnewed with the 10 day study
which had Augmentin as the compamo‘r
The results from three studies (Protocols 0013, 0014, and 0060) showed that cefpodoxime
proxetil oral suspension (administered every 12 hours for 10 days at a total daily dosage of
10 mg/kg) was equally as effective as amoxicillin/clavulanate (given every 8 hours at a total daily
dosage of 40 mg/kg) for the treatment of acute suppurative otitis media in pediatric patients. The
results of two of these studies (Protocols 0013 and 0014) showed that the two regimens were
equally effective in eradicating H influenzae (beta-lactamase-positive and -negative), M catarrhalis
(beta-lactamase-positive), S pneumoniae, and S pyogem from the ears of infected children.

Smnnury'l‘lbleofkesultsofl’mtocol 13,14 and 60
End of Therapy Long Term Follow

Up
Proto Treatment Group Clini By By CQClini By By
ool {No. Pts) cal infect Patho cal infect Path
Cure ion gen Cure idon ogen
13 CFD 91 93 93 65 71
[(N=95] Y7y
— 8
AMC/CA 88 ] 8 63 71
(N=4s) 40147
(86)
. CFD 64 2 2 6 3]
(N=56) 52
. (60)
AMC/CA (v} V1 & 8 7
{N=37)
60 CFD Na54 78 17}
AMC'CA ) 8
{N=56)
60 78
CFD(N=54)
AMC/CA . ) L

(N=36]




IV. Safety Results -

1) Current Studies
Patient Disposition

A total of 969 patients were enrolled in Protocols 0098-A and 0098-B (ISS Appendix A, Table 1.1):
- 481 patients were randomized to receive cefpodoxime, and 488 patients were randomized to
receive cefixime.

Of the $.:9 randomized pauents, 968 (481 in the cefpodoxime group and 487 in the cefixime
group) received at least one dose of study medication. The remaining patient, who was randomized
to cefixime, never received any study medication. However, this patient was included in the
denominator for the cefixime group. Thus, all 969 patients (481 in the cefpodoxime group and 488
in the cefixime group) were included in the safety analyses.

Two percent (12/481) of the patients in the cefpodoxime group and 3% (14/488) of the patients

in the cefixime group discontinued from the studies due to medical events (ISS Appendix A:
Table 1.1; see Section 8. Deaths, Dropouts Due to Medical Events, and Other Serious or Potentially
Serious Medical Events for further discussion).
Medical Events .

Medical Officer’s Note: Evaluation of safety data was based on review of adverse
. vents within treatment groups for all subjects who received at least one dose of study drug. The
statistical review was conducted of the safety analyses with the following variables: the rate of at
least one adverse event, the rate of at least one treatment related adverse event, the rate of severe
adverse events, and the rate of discontinuation due to adverse events. The statistical comparisons
between the two treatment groups were performed using Fishers exact test.

Overall Summary

No clinically relevant differences were noted between the cefpodoxime and cefixime groups in
the percentage of patients who experienced at least one medical event or in the percentage of
patients who experienced at least one drug-related medical event. Likewise, no clinically relevant
differences were noted between treatment groups in the percentage of patients who experienced
serious medical events or in the percentage of patients who discontinued from the studies due to
medical events. Table E-41 provides an overall summary of medical-event data.




( . Table E41. Medica! Event (ME) Semmary
) - - =—(Pretecels 0095-A and 0058-B) =

Ne. (%) Cefpedexime Celixime
NadSl N=483
| Patients With No Mes 304 (63%) 303 (62%)_
Pstients With at Least One ME 177 31%) 185 O8%)
. ‘ Patients With a1 Least One Drug-réisied ME 58 (12%) 59 (12%)
- | Patients With Serious MEs® (] 3 (<1%)
Patients Who Discontinved Because of Mes - 12 %)t l44_,_<
r—_—_—————
Deaths 0
. umummmcwmuwuwmuuma
congenital anomaly, cancer, or a medication overdose.

k 4 Eleven patients in the cefpodoxime group were reporied by the investigators 0 have discontinued from the studies due 1o
medical events (ISS Appeadix A: Table 1.1). An additional petient (Protocol 0098-A, Patient No. 307), who was
discontinued from the study because she failed 10 meet the protocol eatry erieeria (ie, she kad 80 isolated pathogen at

. pretrestment), was subsequeatly determined 1 have discontinued from the study due 10 medical events. As such, this patient
bas been included in the calculations and discussions of the sumber of patients who discontinued treatment due 10 medical
events, even though she was aot included in this category in ISS Appeadix A: Table 1.1.
Reference: ISS Appendix A: Tables 1.1, 4.2, 4.6, and 4.1]

Medical Officer’s Note: For all subjects who were randomized to treatment and received at least

one dose of study medication, the rates of at least one adverse event, the rates of at least one

treatment related adverse event, the rates of serious adverse events, and the rate of discontinued

due to adverse events are presented in Table 2.34 for Study A No significan: differences were
( -tected regarding all these safety parameters between the two treatment groups.

No deaths were reported during the study.

TABLE 2.34: STUDY 0098A: MEDICAL EVENT RATES
Safety Outcome Cefpodoxime Cefixime Fisher's P-value
(N=225) (N=230)

j i 74 (32.9%) 66 (28.7%) 0.361
Body as a Whole 28 (12.4%) 17 (7.4%) 0.084
Digestive — 26 (11.6%) 31 (135%) 0573
Hemic and Lymphatic 2 (0.9%) 2 (0.9%) 1.000
Nervous 2 (0.9%) 2 (0.9%) 1.000
Respiratory 17 (7.6%) 16 (7.0%) 0.858
Ski 12 (5.3%) 15 (6.5%) 0.693
Special Senses 103.1%) 4(1.7%) 0377
Urogenital 0 (0) 3(1.3%) 0.248

j i 23 (18.6%) 24 (13.4%) 0.307
Body as a Whole 1 (0.4%) 1 (0.4%) 1.000
Digestive 18 (8.0%) 19 (83%) 1.000
Nervous 1 (0.4%) 1(0.4%) 1.000
Skin 52.2%) 9(3.9%) 0417
Urogenital 0 (0) 1 (0.4%) 1.000

Subject with Serious AEs 0(0) 2 (0.9%) 0.499
Subl'ect Biscominued due to & 7(3.1%) : 9(1.6%) 0.684

(. Aedical Officer’s Note: For all subjects who were randomized to treatment and received at least
one dose of study medication, the rates of at least one adverse event, the rates of at least one
treatment related adverse event, the rates of serious adverse events, and the rate of discontinued
due to adverse events are presented in Table 3.33. No significant differences were detected



.wwgarding all these safety parameters between the two treatment groups.

~ wvo deaths were reported during the study. -

-
—_—
=

TABLE 3.33: STUDY 0098B: MEDICAL EVENT RATES
-
Safety Outcome Cefpodoxime Cefixime Fisher's P-value
(N=256) (N=258) -

i i 103 (40.2%) 119 (46.1%) 0.183
" Body as 2 Whole 4(172%) 44 (17.1%) 1.000

Cardiovascular 0(0) 1(0.4%) 1.000 -
Digestive A3, ibd) 50 (19.4%) 0.650
Hemic and Lymphatic CGwnm . 2(0.8%) 0.499
Metabolic and Nutritional 0 (0%) 2 (0.8%) 049
Nervous 5 (2.0%) 1 (0.4%) 0.122
Respiratory 36 (14.1%) 41 (15.9%) 0.621
Skin 1} (4.3%) 17 (6.6%) 0.331
Special Senses 9 (3.5%) 13 (5.0%) 0514
|_Urogenital 1{0.4%) 1 (0.4%) 1.000
i i 35 (13.7%) 35 (13.6%) 1.000
Body as a Whole 1(0.4%) 1 (0.4%) 1.000
Digestive 18 (7.0%) 19 (7.4%) 1.000
Nervous 1 (0.4%) 1 (0.4%) 1.000
Skin S (2.0%) 9 (3.5%) 0417
| Urogenital 0(0) 1(0.4%) 1.000
biect with Serious 0 (0) 1(0.4%) 1.000
' Subiect Discontinued due to AEs 4 (1.6%) 5(1.9%) 1.000

All Medical Events

A total of 287 medical events were reported for 177 (37%) of the 481 cefpodoxime-treated
patients, and a total of 300 medical events were reported for 185 (38%) of the 488 cefixime-treated
patients (ISS Appendix A: Tables 4.2 and 4.4). Medical events were most frequently related to the
digestive (eg, diarrhea), body as a whole (eg, upper respiratory infection or fever), and respiratory
(eg. cough, rhinitis, pharyngitis) systems, with more than 10% of patients in each group reporting
medical events in these body.systems. The number and percentage of patients who reported medical
events are shown by treatment group, body system, and event in the tables above.

The majority of events in each treatment group were rated mild to moderate in intensity: 70%
(200/287) of the events in the cefpodoxime group and 68% (203/300) of the events in the cefixime
group were rated mild in intensity, and 27% (77/287) and 30% (91/300) of the events in each group,
respectively, were rated moderate in intensity. Only 3% (9/287) of the events in the cefpodoxime
group and 2% (6/300) of the events in the cefixime group were rated severe in intensity.

In the medical events that were reported in 1% or more of the patients in either treatment group,
the medical-event profile of cefpodoxime was similar to that of cefixime; no clinically relevant
differences were observed between treatments in the frequency of individual medical events.

Drug-Related Medical Events
Sixty-nine drug-related events were reported for 58 (12%) of the 481 cefpodoxime-treated
patients, and 76 drug-related events were reported for 59 (12%) of the 488 cefixime-treated patients.
Diarrhea, vomiting, and rash were the primary drug-related medical events in each treatment group;
all other drug-related events were reported in fewer than 1% of the patients in either group.
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The majority of drug-related medical events (>97%) in each group were rated mild to moderate
" 1 intensity (ISS Appendix A:Table £7): T7% (53/69) of the drug-related events in the
cefpodoxime group and 74% (56/76) of the drug-related events in the cefixime group were rated
mild in intensity, and 20% (14/69) and 26% (20/76) of the drug-related events in each group,
respectively, were rated moderate in intensity. Two (3%) drug-related events (diarrhea and rash) in
the cefpodoxime group and no events in the cefixime group were rated severe in intensity.

ths uts due to Medical E d erious Medical Events
Deaths '
There were no deatr:; during the studies. - =

Dropouts Due to Medical Events
Twelve (2%) of the 481 patients in the cefpodoxime group and 14 (3%) of the 488 patients in the
cefixime group discontinued from the studies due to medical events.

Of the 12 cefpodoxime-treated patients who discontinued due to medical events, 8 discontinued
during the 5-day, cefpodoxime-treatment period, and 4 discontinued during the posttreatment,
follow-up period. Similarly, of the 14 patients in the cefixime group who discontinued from the
studies due to medical events, 10 discontinued during the 10-day, cefixime-treatment period, and 4
discontinued during the posttreatment, follow-up period. Thus, the on-treatment ratc of
discontinuation due to medical events was 2% (8/481) in the cefpodoxime group and 2% (10/488) in

< cefixime group.

Serious Medical Events

No serious medical events were reported among the 481 cefpodoxime-treated patients. Three
{<1%) of the 488 cefixime-treated patients were reported to have experienced serious medical
events, which included dysphagia, cachexia, and pulmonary obstruction in one patient during the
10-day, cefixime-treatment period and bronchitis in one patient and vomiting in another during the
posttreatment, follow-up period subsequent to the 10-day, cefixime-treatment period. None of these
events were judged by the investigators to be related to administration of the study medication. The
patients who experienced serious medical events are listed, along with their serious event(s), in
Table E-46. A narrative summary for each patient is included in ISS Appendix B.

or



( Relrospecuve Comparison Of Medical Events For 'l‘he 5-Day, Twice-Daily Cefpodoxime
regimen Versus The 10-Day, TwiceDaily Cefpodoxime Reginten In Pediatric Patients With
Otitis Media

The medical-event profile of cefpodoxime when administered at a dose of 5 mg/kg twice daily

" for 5 days to pediatric patients with otitis media, as investigated in Protocols 0098-A and 0098-B,
was retrospectively compared with that of cefpodoxime when administered at a dose of 5 mg/kg
twice daily for 10 days to pediatric patients with otitis media, as investigated in Protocols 0013,
0014, and 0060. The comparative agents in these studies were cefixime, administered at a dose of
8 mg/kg once daily for 10 days, in Protocols 0098-A and 0098-B and amoxicillin/clavulanate

.. potassium, administered at a dose of 13.3 mg/kg thrice daily for 10 days, in Protocols 0013, /414,
and 0060. The medical events that were reported in 1% or more of the patients in any treatment
group are summarized in Table E-47. T

The medical events reported for the 5- and 10-day cefpodoxime regimens were similar.
However, the frequency of individual events, particularly the frequency of the events that are
commonly associated with administration of cefpodoxime, eg, diarrhea, vomiting, and rash, was
generally lower for the 5-day cefpodoxime regimen than for the 10-day cefpodoxime regimen. As
previously noted, no clinically relevant differences were noted between the 5-day cefpodoxime
regimen and the 10-day cefixime regimen with which it was compared in Protocols 0098-A and
0098-B.

(. - The medical events reported for the 10-day cefpodoxime regimen were similar to those reported
for the 10-day amoxicillin/clavulanate potassium regimen with which it was compared in Protocols
0013, 0014, and 0060. However, clinically relevant differences were noted between regimens in the
frequency of diarrhea and rash, each of which was reported at least 1.5 times more frequently for the
10-day amoxicillin/clavulanate potassium regimen than for the 10-day cefpodoxime regimen. When
compared with the 5-day cefpodoxime regimen (as investigated in Protocols 0098-A and 0098-B),
these events were reported at least twice as frequently for the 10-day amoxicillin/clavulanate
potassium regimen as for the 5-day cefpodoxime regimen. Additionally, urticaria, auditory
disorders, skin moniliasis, otitis externa, otitis media, otorrhea, increased SGPT, and
thrombocytopenia were reported at least twice as frequently for the 10-day amoxicillin/clavulanate
potassium regimen as for the 5-day cefpodoxime regimen.
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Table E-67. Modical Events Reperted by 21% of Paticnts in Any Trestment Group: Cefpedexioe S-Dey Regismen Versus

Celpodexime mp., IQE Versus Ceflxime and A o
Amonicillin/
Event (COSTART) Cefpedexime 5-Day . &m C&N-:"
N=4S1 Na332 - Potassiemy

N=195
Diarrhea 10% 15% 12% 24%
. Vomiting = % 8% &% 7%
| Uipper Respiratory Infection 3% 2% 5% <%

{_Cough 4% % % 3%
Fever 4% 4% 3% &%
Rash 4% ) 5% 4% " 9%
Tlunm 3% 4% - 4% 3%
|_Pharyngitis 2% 1% 1% 2%
Trauma 2% 1% 1% 3%
1_Abdomina! Pain Localized 2% 1% <% <1%
Conjunctivitis 2% <% 1% 0%
Infection Viral NOS** 1% 2% 1% 2%
Wheezing 1% % 1% 1%
Sinusitis 1% <% 1% 0%
|_Ear Pain 1% 1% 1% 1%
Nervousness 1% 1% <1% 2%
Urticaria <i% 3% 0% 4%
Disorder Auditory <1% <!% 0% 2%
Moniliasis Skin <% 4% <1% 6%
Oritis Externa <1% 0% <1% 266
Oritis Media 0% 4% <% 3%
Ororrhea o% 6% 1% 3%
Reaction Unevaluable 0% 1% 0% 2%
Increased SGPT 0% 0% 0% 2%
Thrombocythemiz o% 3% o% 2%

Data from Protocols 0098-A and 0098-B

[ ]
+  Smgkgdq12b (ol dose, 10 mg/kg/d)

3 Data from Protocols 0013, 0014, and 0060

$ 8 mg/kg/d q 24 k x 10 d (sotal dose, 8 mg/kg/d) -
1 133 mg/xg/d Q8 hx 10d (wotal dose, 40 mg/kg/d)
**  Not otherwise specified

3) Summary And Conclusions

¢ The data from the two -controlled studies in pediatric patients with acute suppurative otitis
media showed that cefpodoxime proxetil oral suspension administered every 12 hours at a total
daily dosage of 10 mg/kg for 5 days is as effective as cefixime, considered first-line therapy at
the time the studies were initiated, administered every 24 hours at a dosage of 8 mg/kg for
10 days. The pathogens eradicated from the ears of infected children included S pneumoniae,
S pyogenes, and beta-lactamase positive and negative strains of both H influenzae and ’
M catarrhalis. The low incidence of superinfections (1%-2%) was comparable in both
treatment groups, as was the incidence of side effect failures (2%-3%). A lower percentage of
patients in the cefpodoxime group (~1%) than in the cefixime group (4%-5%) was treated with



antibiotics other than the assigned study medication.

« The efficacy demonstrated by cefpodoxime (5 mg/kg administered every 12 hours for 5 days) in

the pivotal studies is comparable to that of cefpodoxime administered every 12 hours at a total
dosage of 10 mg/kg for 10 days and to that of amoxicillin/clavulanate administered every

8 hours at a total dosage of 40 mg/kg for 10 days, as shown in the data from three studies that
compared the latter three regimens. The difference between the pivotal studies and the historical
studies is that a sufficient number of patients with otitis media due to S pyogenes were enrolled
in the pivotal studies to show that eradication of this pathogen occurs with the 5-day

cefpodoxime regimen.

e The medical-event profile of cefpodoxime when admx%:istered at a dose of 5 mg/kg every

(-

12 hours for 5 days, as determined from integrated data from 481 patients who received the drug
according to this regimen in two Phase III studies (Protocols 0098-A and 0098-B), was

- consistent with the known medical-event profile for cefpodoxime. Gastrointestinal events,

primarily diarrhea and vomiting, and rash were the most frequently reported medical events and
were the primary events that led to discontinuation of cefpodoxime therapy. No clinically

relevant differences in medical-event profiles, discontinuations due to medical events, or serious
medical events were noted between this cefpodoxime regimen and the 10-day cefixime regimen

‘with which it was compared in these studies.

" . The medical-event profile of the 5-day cefpodoxime regimen (ie, S mg/kg every 12 hours for

5 days) in pediatric patients with acute otitis media (as determined from integrated data from
Protocols 0098-A and 0098-B) was consistent with that which has previously been reported for
the 10-day cefpodoxime regimen (ie, S mg/kg every 12 hours for 10 days) in a similar patient
population (as determined from integrated data from the historical studies, Protocols 0013, 0014,
and 0060). Although these retrospective comparisons do not allow for definitive conclusions to
be reached, the data suggest that the frequency of individual events is lower for the S-day
cefpodoxime regimen than for the 10-day cefpodoxime. This finding may imply that patients
who receive a 5-day cefpodoxime regimen are at a lower risk for side effects, particularly
diarrhea, than those who receive a 10-day regimen.

The medical-event profile of the 5-day cefpodoxime regimen, as investigated in Protocols
0098-A and 0098-B, was similar to that of the 10-day amoxicillin/clavulanate potassium
regimen, as investigated in Protocols 0013, 0014, and 0060. However, clinically relevant
differences were noted between regimens in the frequency of diarrhea, rash, urticaria, auditory
disorders, skin moniliasis, otitis externa, otitis media, otorrhea, increased SGPT, and
thrombocytopenia, each of which was reported at least twice as frequently for the 10-day
amoxicillin/clavulanate potassium regimen as for the 5-day cefpodoxime regimen. Although
this comparison is based on a retrospective comparison of data from different studies, it again
suggests a Jower risk of adverse events with a shorter duration of exposure to cefpodoxime.

In conclusion, the pivotal studies showed that the cefpodoxime 5-day regimen (5 mg/kg every
12 hours) is as effective in clinical studies as a 10-day regimen of cefixime (8 mg/kg every 24
hours) for the treatment of acute otitis media due to pathogens susceptible to both ccfpodoxlmc
and cefixime. The retrospective comparison of efficacy data from historical studies showed that
the 5-day regimen of cefpodoxime is as effective as the 10-day twice-daily regimen of
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( cefpodoxime and the 10-day amoxicillin/clavulanate regimen (13.3 mg/kg three times daily).
The medical-event profile of cefppdoxime administered at a dase of 5 mg/kg twice daily for
5 days is consistent with that whicirhas been reported previousTy for cefpodoxime. No new
safety concerns have been identified.

/“
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". INTEGRATED SUMMARY OF EFFICACY AND SAFETY J
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Introduction

This supplemental New Drug Application ((NDA) seeks to gain approval for cefpodoxime for
the treatment of pediatric patients with otitis media at a dose of 5 mg/kg every 12 hours for 5 days
(total daily dose, 10 mg/kg). Evidence of the efficacy and safety of this cefpodoxime dosage
segimen is provided by two phase III, prospective, randomized, evaluator-blind studies in which
cefpedoxime was administered at a dose of 5 mg/kg every 12 hours for 5 days to 481 pediatric
patients with otitis media and ~~1:~ime was administered at a dose of 8 mg/kg every 24 hours for
10 days to 488 pediatric patients with otitis media (protocols M/1140/0098-A & M/1140/0098-B) .

Results

Primary Efficacy Results (Current Studies)

Comparisons (95% confidence intervals) of the difference between the two treatment groups
show that cefpodoxime was therapeutically equivalent to cefixime with respect to overall
bacteriologic outcomes.

Table E-19. Summary of “Test of Cure” Overall Bacteriologic Evaluation® at 4-21 Days Posttherapy

(Protocels 098-A & 0098-B)
Evaluation Results Cefpodoximme Cefixime
N=2s4t N=257t
Cure | Baceeriologic Cure = =
Presumptive Cure 171 (67%) 165 (64%)
Total Cures 171 (67%) 165 (64%)
Failure Bacweriologic Failure 3(1%) 11 (4%)
Presumptive Failure 61 Q6%) 39 23%)
Superinfection 602%) 5Q%)
Side Effect Failure SQ%) 6 Q%)
Antibiotc Noninvestigational Medication -l 2w 11 (4%)
Total Failures £ 03%) 92 36%)

. mdwmmuyumllw

t N-mmzﬂmmmmmmmm.mvdy.mzlmmmmt«
efficacy (6 in the cefpodoxime group and 15 in the cefixime group) kad no data availsbic i the 4-21 day window.

Reference: ISE Appendix Tables 4.94.10

"Test of Cure” By-Pathogen Bacteriologic Evaluation

ISE Appendix Table 4.11 lists the "Test of Cure" by-pathogen eradication rates of all the pathogens isolated at
Pretreatment. Table E-20 summarizes the eradication rates for H influenzae, M catarrhalis, S pneumoniae,
and § pyogenes isolates. Cefpodoxime had higher eradication rates than did cefixime for S pneumoniae (72%
versus 58%) and S pyogenes (80% versus 57%), comparable rates for H influenzae (66% and 75%, respec-
vely) and M catarrhalis (56% in both treatment groups). '

£



Tabie E-20. s-—yd'rudo-u'mmmmuulbmm

: Mm&m) = -
Pathegen ’_ﬁa'ls!- Cefixime

N L 3 oN 3
| Hacmopbilus influeazac L] 100 & 6
| Haemophilus influcazae (B-isctamase segative) 2041 66 30737 L]
| Hacmophilus influeazac (B-lactamase positive) 234 & 2133 Il
" | Moraxells cataralis 4 50 an s
| Moraxells catarrhalis (B-lacamase neative) % 15 P &
Moraxella catarrhalis (B-tactamase positive) 11131 s 1731 ss
wm - s 72 T2/124 58
Streptococcus pyogenes 20125 80 RE 7l 57

"Test of Cure” Overall Clinical Evaluation
“Test of Cure”

Table E-18 shows the results of the overall clinical evaluation at the "Test of Cure” Visit. The
overall clinical success rates (cured plus improved) for the two treatment groups (67% for

cefpodoxime versus 64% for cefixime) were statistically equivalent (95% CI: -5.24% to 11.98%).

Table E-18. Summary of “Test of Cure™ Overall Clinical Evalnation® at 4-21 Days Pesttherapy

(Protocols 0098-A & 0098-B)
Evaluation Resutts Cefpedoxime Cefixime
Nu2S4t N=253t
Success Cured 111 (44%) Iy ) (48%)
Improved 60 24%) 40 (16%)
Total Clinical Successes 171 (67%) 163 (64%)
Failure Failure - 76 Q0%) 76 (29%)
| Side Effect Failure 5 (2%) 6 (2%)
| Astibiotic Noninvestigational Medication 2 (1%) 11 (4%)
Total Clinical Failures 13 (33%) 93 (36%)

i Because of rounding, perceatages may not sotal 100

1t N-B‘anudmwuﬁxmmmmﬁy because 20 patients considered evaluable for
efficacy (6 in the cefpodoxime group and l4nteeeﬁmm)hdwdumhbknﬁe4-2|daym

Reference: ISE Appendix Tobles 4.74.8

Ancillary Efficacy Outcomes:

Table E-30. &mddﬂd&m“W&nM(*) of Cefpodoxime Proxetil S-Day Twice Dally Regimen

in Pediatric Patients with Acute Suppurative
Otitis Media (Protocols 0098-A & 0098-B)

‘Treatment
Group
End of Therapy “Test of Cure Visit 2 Visit 3 Final Visit
CFD -7 1 67 67 87 74 74 65 65
CFX ” 9 64 64 87 87 9 ” 65 6S

CFD = Cefpodoxime; CFX = Cefixime

“Test of Cure® = 4-21 days posttherapy; End of Therapy = Days 7-10 for CFD and Days 12-15 [orCl'-'X

Visit 2 = Days 7-10: Visit 3 = Days 12-15, and Fimal Visit = Days 25-38




. Table E-31. Comparison of By-Pathogen Eradication Rates (%) of Cefpedexime Prexetil S-Day Twice Daily Regimen in

T “{Protecels 0098-A & 0096-B) =
Evaiuation M catarrialis H Infloenzae ___SEW S pyogenes
= CrD CFX CFD CFX CFD CFX CP CFX
End of Therapy 70 75 91 85 88 71 88 79
- | “Test of Cure* $6 - 86 66 75 2 S8 20 $7
Visit 2 70 75 91 92 94 89 88 83
| Visit 3 59 75 g7} 85 79 ™ ) xl]
Fiaal Visit 68 63 57 7 = s8 ) ~ 61
CFD = cefpodoxime .
CFX = cefixime
Historical Bacteriologic Studies

Studies classified as Other Studies in this ISE are Protocols 0013, 0014, and 0060. These
studies compare 10-day regimens of cefpodoxime proxetil S mg/kg administered every 12 hours and
amoxicillin/clavulanate 13.3 mg/kg administered every 8 hours.

Primary Efficacy Results (Other Studies)

Table F-31 summarizes the primary efficacy results for the evaluable patients in Protocols
0013, 0014, and 0060. Clinical success in each of the three studies included both clinical cure
(complete disappearance of signs and symptoms of acute otitis media) and clinical improvement
(significant abatement of clinical signs and symptoms. but without complete resolution), while
bacteriologic cure/eradication (evaluated only in Protocols 0013 and 014) was defined as either
cradication of pretreatment pathogen from middle ear fluid at the Interim (or End of Therapy Visit)
or the lack of middle ear fluid for culture.

The individual statistical analyses of these three studies showed no significant differences
between treatment groups in either study for any of the primary efficacy variables. Note that
statistical significance was not reported for S pyogenes in Protocols 0013 and 0014; the numbers of
patients with this pathogen were so small that it is unlikely that the differences seen are clinically
important.

-



Tabie F-31. Prinary Efficacy Rasuits (Percent Clinical Success and Bacierisiogic Care at End of Therapy®) in

Protocsl | Trestmant Clialcal Bacteriologic Cure
No. Grewp Seccesst
[Ne. Pus}
By Patientt ly;]art By Pathegen ¢ §
S prew S pyog Hinftty | Meatty
0013 CFDY 9 93 86 % 10085 92
[N=95) 93]
AIC** a8 fe 51 9l 7565 '
[N=48) _ 19 = .
0014 CFDY 64 Ly 87 - 9
[N=56] 82}
- AICe* 62 7] 65 100 10085 n 93
[N=37) [86]
0060 CrDY 78 Not done
{N=54)
AC* 8
{N=56)

-

End of Therapy = Days 10-14 in Protocols 0013 & 0014 and Days 8-22 in Protocol 0060
There were no statistically significant differences between treatment groups for percent clinical success or percent
bacteriologic eradication by patient, by ear, or by pathogen (with the exception of S pyogenes for which

statistical significance was oot reporied)
3 Percent shown in brackets excludes soaassessable patients
§ S preu = Strepiococeus paeumoniae, S pyog = Streptococcus pyogenes, H infl = Hoemophilus influenzoe, M cat =
Moraxella casarrhalis
¥ CFD = cefpodoxime twice daily x 10 d
**  AC = amoxicillin‘clavulanate thrice daily x 104
Tt  Includes beta lactamase-aegative and -positive strains
§%  Prococol 0013: 100% = 7/7patients snd 75% = 34 patients; Protocol 0014: 100% = 1/} petient
Summary Table of Results of Protoco! 13,14 and 60
End of Therapy Long Term Follow
Up
Proto Treatment Group Clini By By Clini By By
col [No. Pts] cal infect Patho cal infect Path
15 CFD 9 93 8 6 71
{N=95) 8458
— (&)
AMC/CA 88 88 L 6 71
{N=48] 40467
86
14 CFD 64 ” 2 e 67
[N=56) 3152
(60)
AMC/CA 6 (7 % 8l ®
{N=37}
60 CFD N=54 7 77
AMC/ICA 84 L
[N=56]
78 n
CFD(N=54)
AMC/CA 84 89

[N=56)




K trial

gmtoool M/1140/01 16 was a randomized, open- hbelmxdymwh@mepmmnon of cefpodoxime into
the middle ear of 50 pediatric-patients (ag®: 6 months to 10 years) with acute otitis media was evaluated after
administration of cefpodoxime proxetil oral suspension 5 mg/kg twice a day (BID) or 10 mg/kg once daily
(QD). After at least one complete day of treatment, tympanocentesis was performed at either 2, 4, 6, or 8
hours after the moming dose; a blood sample was collected at the same time as the MEE. Drug concentrations
in MEE and plasma were determined using an HPLC method with tandem mass spectrometric detection.
Median (range) cefpodoxime concentrations in MEE are shown in Table D-2 for the 34 evaluable patients:

Table D-2. MM)MCMM&ME&NM‘WMM

Otitis Modia _ .
Target Coliection 5 mg/kg BID (n=17) 10 mg/kg QD (n=17)
Time (h)
No. of Cencentration Neo.of Cenacentration (ug/mlL)
Samples (pg/ml) Samples
2 s 2.28 (0.90-3.27) s 1.72 (0.65-1.92)
4 6 0.98 (0.36-1.55) 6 3242.01-122)
6 6 0.88 (0.33-1.41) 3 0.55 (0.20-3.12)
- ] s 097(0.53-1.28) 5 1.55 (0.92-4.03)

Cefpodoxime levels 20.50 pg/mL were attained in the MEE of approximately 91% of the patients in the
study. These levels exceed the minimum inhibitory concentration for the majority of Streptococcus
pneumoniae, Haemophilus influenzae, and Moraxella catarrhalis isolates, the most common etiologic agents
of acute otitis media. Approximately 73% of the MEE samples collected in this study had concentrations in
excess of the MICoo for penicillin-susceptible Streptococcus pneumoniae (0.05 ug/mlL), Haemophilus
influenzae (0.24 pg/mL), and Moraxella catarrhalis (0.63 pg/mL). The MEE/plasma cefpodoxime
concentration ratio ranged from 0.14 to 12 and from 0.13 to 3.2 in the 5 mg/kg BID and 10 mg/kg QD groups,
respectively. There were no differences in the MEE/plasma cefpodoxime concentration ratios between dose
groups (p>.14), suggesting a similar extent of penetration for the two regimens.

SAFETY DATA
a. Overall Summary

No clinically relevant differences were noted between the cefpodoxime and cefixime groups in
the proportion of patients who experienced at least one medical event or in the proportion of
patients who experienced at least one drug-related medical event. Likewise, no clinically relevant
differences were noted between treatment groups in the proportion of patients who experienced
serious medical events or in the proportion of patients who discontinued from the studies due to
( nedical events. Table G.5 provides an overall summary of medical-event data.

4. All Medical Events

Forty-two percent (896/2128) of the patients experienced at leaSt one medical event during
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treatment with cefpodoxime oral suspension (Appendix A, Table 6.1). The most frequently reported

edical events were diarthea and vomiting, which were reported by 8.7% (186/2128) and 7.0%
1149/2128) of the patients, respectivaly. The medical events that avere reported by 1% or more of
the 2128 patients who received treatment with cefpodoxime oral suspension are summarized by
regimen and across regimens in the following table.

Medical Events Reported in 21% of Patients Who Were Treated
With Cefpodoxime Proxetil Oral § in Clinical Studies

—— e | iiipfe LN
b :
| Body
Fever 19 (4.2) 49 (6.0) 2904 97 (4.6)
{__Upper Respiratory Infection 21 (4.6) 34¢42) 36¢4.2) 91 (4.3)
Headache : 15(33) 20(2.4) 16(1.9) 3124)
Infection Viral NOS§ 23(5.1) 11 0.4 16(1.9) S0Q24)
Abdominal Pain Localized 3(0.7) 13 (1.6) 13(1.5) _29(1.4)
Trauma 7(1.5) 10(1.2) 11(1.3) _28(1.3)
| Digestive
| __Diarthea 3609 87(10.7) 63(.4) 186 (8.7)
Vomiting 4109.0) 60 (7.3) 48 (5.6) 149 (0.0)
Nausea 7(1.5) 192.3) 304 29(1.4)
Hemic and Lymphatic
Thrombocythemia 9 (2.0) 12(1.5) 0(0.0) 21(1.0)
|_Respiratory
Cough 34053 34(42) 36(4.2) 104 (4.9)
Rhinitis 24 (5.3) 40 (4.9) 22 (2.6) 86(4.0)
| Pharyngitis - 1002) 20y | e sse7
_Skin
Rash 102.2) 3037 18Q2.1) 382.7)
Urticaria 19(42) 17Q2.1) 4 (0.5) 40(19)
Moniliasis skin 8(1.8) 15(1.8) 1¢0.1) 24(1.1)
Special Senses
Otorrhea 41 (9.0) 2024 0(0.0) 61029
Otitis Media 16 (3.5) _25@3.1) 3004 4021
Ear Pain 17(3.7) 9(1.1) 7(0.8) 33(1.6)

* Includes data from Pharmacia & Upjohn protocols M/1140/0043, 0054, and 0059

1 Includes data from Pharmacia & Upjohn protocols M/1140/0013, 0014, 0020, 0027, 0028, and 0060

$ Includes data from Pharmacia & gm(oools M/1140/0054, 0059, and 0098 and from Rousse! protocol
. . FF/89/801/37

§ Not otherwise specified ',

Reference: Appendix A, Table 6.1
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b. Drug-Related Medical Events
t least one medical event considered drug-related or of unkown relationship was reported for

( % (270/2128) of the patients. Diarrhea, vomiting, and rash were the only drug-related events that
were reported at a frequencyof at least¥%. The frequency of these®vents is summarized by
regimen and across regimens in the following table.

Drug-Relsted Medical Events Reported in >1% of Patients Who Were Treated
_With Cefpodoxime Proxetil Oral Suspension in Clinical Studies

" | ___Cefpodoxime ProxetliRegimen |
Event qulohxl a* qlglllnxnﬁdt q152hx dt All i
Na=dS4 Na=817 - Nag$? N'ﬁ_zs
| Disrrhes 28 (62) 55 (6.7) 44(5.1) 127 (6.0)
| Vomiting 176.7) 14(1.7) 1922) 50 (2.3)
Rash 8(1.8) 19 23) 12(1.4) 39 (1.8)

* Includes data from Pharmacia & Upjohn protocols M/1140/0043, 0054, and 0059
t Includes data from Pharmacia & Upjohn protocols M/1140/0013, 0014, 0020, 0027, 0028, and 0060
$ Includes data from thma&#_m v’g;ocols M/1140/0054, 0059, and 0098 and from Roussel protoco!

Reference: Appendix A, Table 9.1

The overall frequency of diarrhea was 6.0% (127/2128) (Appendix A, Table 9.1); the frequency of
_ diarrhea in infants and toddlers (ages 1 month to 2 years) was 12.8% (62/2128)
“he frequency of drug-related diaper rash/fungal skin infection was determined by listing the
.. -rbatim events for patients for whom rash was reported and then counting the number of patients
who had a verbatim term that was consistent with diaper rash or fungal skin infection. The
frequency of diaper rash/fungal skin rash in all patients was 2.0% (43/2128) (Appendix A, Table
12); the frequency of diaper rash/fungal skin rash in infants and toddlers (ages 1 month to 2 years)
was 8.5% (41/483) (Appendix A, Table 12). The frequency of other skin rashes was 1.8%
(39/2128)
The drug-related events that were reported in fewer than 1% of patients are summarized in the
table that follows.



in<1%of Trested
Wuagsmw hh@n .

Studies

3 vent
Body SystenVE! Al W
J-—MJ i
Abdominal Pain Localized 1(0.2) _2(02) 4(0.5) 703 |
| Abdominal Cramp 0(0.0) 2(0.2) 3(0.4) 5(02)
Headache 0(0.0) 4(0.5) 0(0.0) 4(02) |
| Moniliasis 1(02) 1(0.1) 2002) 4(02)
Abdominal Pain Generalized 1(02) 1(0.1) 0(0.0) 2©.1)
Asthenia 0(0.0) 0(0.0) 2(02) 2001 |
Overdose 0(0.0) 1(0.1) 1(0.1) 2(0.1)
Fever 0(0.0) 1(0.1) 0(0.0) 1(<0.1)
| infection Fungal NOS§ 0(0.0) 1(0.1) 0(0.0) 1(<0.1)
|__Reaction Unevaluable 0(0.0) 100.1) 0(0.0) 1(<0.1)
|_Digestive
Nauses 4(09) 6 (0.7 2(02) 12 (0.6)
Monilia Oral 2(04) 1¢0.1) _0(0.0) 3¢.1)
Anorexia 0(0.0) 1¢0.1) 0 (0.0) 1 (<0.1)
Dry Mouth 1(0.2) 0(0.0) 0(0.0) 1(<0.1)
| Stomatitis : 0 (0.0) 1(0.1) 0 (0.0) 1 (<0.1)
Hemic and Lymphatic
|__Thrombocythemia _ _900) 9(1.1) 0(0.0) 18 (0.8)
Coomb's Test Direct Positive 0(0.0) 1@ . _0(00) 1(<0.1)
| Eosinophilia 0 (0.0) 1 0.1) 0(0.0) 1 (<0.1)
Leukocytosis 0(0.0) 1(0.1) 0(0.0) 1(<0.1)
Leukopenia 1(0.2) 0(0.0) 0(0.0) 1(<0.1)
|__Prolonged PTT 0(0.0) 1(0.1) 0(0.0) 1(<0.1)
Purpura Thrombocytopenic 0(0.0) 0(0.0) 1(02) 1(<0.)
Metabolic and Nutritional
SGPT Increased 300.7) 0(0.0) 0(0.0) 3(0.1)
Musculo-Skeletal
Myalgia 0(0.0) 0(00) 1(0.1) 1(<0.1)
continued
Nervous
Hallucination 0(0.0) 0(0.0) 1(0.1) 1(<0.1)
Hyperkinesia 0(0.0) 1€0.1) 0(0.0) 1(<0.1)




Relsted Medical Events Reportied in <1% of Patients Treated
% Cefj Proxetil Oral in Clinieal

Studies
ot | Spe | cigtie | (e | e
[Rervousness” TEO_— | 0@0) —TQON T (0D
Somnolence 0(0.0) 1(0.1) 0(0.0) 1(<0.1)
| Respiratory -
| Epistaxis 0(0.0) 1¢0.1) 10.1) 200.1)
Skin . - ,
Moniliasis Skin 6(13) 12(18) 0(0.0) 18 (0.8)
Unicaria 9(20) 800 T~ 100 18 (0.8) _
Dermatitis Fungal 1(02) 1(0.1) 1(0.1) 3.0
| Acne 0(0.0) 10.1) 0(0.0) 1(<0.1)
Dermatitis Exfoliative 0(0.0) 0(0.0) 10.1) 1(<0.1)
Rash Maculo-papular 0(0.0) 0(C.0) 1(0.1) 1(<0.1)
Special Senses
Taste Perversion 0(0.0) 2(02) 0(0.0) 200.)

“*Includes data from Pharmacia & Upjohn protocols M/1140/0043, 0054, and 0059

tincludes data from Pharmacia & Upjohn protocols M/1140/0013, 0014, 0020, 0027, 0028, and 0060
%%19%7g;aﬁomﬂmmda& Upjohn protocols M/1140/0054, 0059, and 0098 and from Rousse} protocol
§Not otherwise specified

Reference: Appendix A, Table 9.1

Discontinuations Due to Medical Events

A total of 31 (1.5%) of the 2128 patients dropped out of the studies due to medical events
(Appendix A, Table 8.1), primarily vomiting (0.6%; 12/2128), rash (0.2%; 5/2128), and diarrhea
(0.2%; 4/2128). Twenty (0.9%) of the 2128 patients who were reported to have dropped out of the
studies due to medical events had drug-related events, primarily drug-related vomiting (0.4%;

'8/2128), diarrhea (0.2%; 4/2128), or rash (0.2%; 4/2128).

Twenty-four (1.1%) of the 2128 patients discontinued medication due to medical events that were
judged by the investigators to be possibly or probably related to treatment with cefpodoxime
Primarily, these discontinuations were for gastrointestinal disturbances, usually diarrhea or
vomiting, and for rash.

d. Deaths

There were no deaths among the 2128 patients who have been treated with cefpodoxime oral
suspension in clinical studies.
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VE. Ové.rall Conclusions

1. Overall eficacy conclusions:
TOC: -
Tabie E-18. Summary of "Tast of Cure™ Overall Clinical Evalustion® st 4-21 Days Pesttherapy
(Protacels 0098-A & 0098-B) _
{  Evalustin Results = Cefpedoxieme Cefixime
- Na254t N=2581
Success Cared 111 (44%) 125 (48%)
 improved 0 @%) 40 (16%)
: Total Clinica! Successes 171 (67%) 165 (64%)
Failure Failure 76 00%) 76 (29%)
Side Effect Failure 5 2%) 6 (2%)
Antibiotic Noninvestigational Medication 2(1%) 11 (4%)
Total Clinical Failures £ (33%) 93 (36%)
Weble E-20. Summary of "Test of Cure” Eradication Rates (by Pathegen) st 4-21 Days Pesttherapy
(Protocels 0098-A & 0098-B)
Pathogen | Cefpedoxime Cefixiene
wN % wN %
Heemophilus inllacnzac " 100 72 67
| Hacmophilus ifleenzac (B-lactamase acgative) pe[]] 66 3 8t
Haemophilus inflecnzace (B-lactamase positive) 234 6S 2518 pi!
Mornaxella catardiniis 24 S0 an U
Monaxella catandinfis (B-lactamase negative) % 75 23 67
Moraxells catarstfis (f-lactamase positive) 17731 SS 17731 55
Streplococcus pussmoniae 122 T2 T2124 s8
Streptococcus pyagenes 20125 80 1323 5

. Because of rounding. percentages may not total 100
1 Nx= 254 and 258 in the cefpodoxime and cefixime treatment groups, respectively, because 20 patients corsidered evalaable for
efficacy (6in the cefpodoxime group and l4ntectﬁxmm)hdnhhmnteﬂlhym

Reference: ISE Appendix Tables 4.7-4.8
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Final Conclusions: - _ : T =

The data from two adequate and well-controlled studies in pediatric patients with acute suppurative otitis media
showed that cefpodoxime proxetil oral suspension adminisiered every 12 hours at a total daily dosage of 10 mg/kg
for S days is as effective as cefixime, considered first-line therapy at the time the studies were initiated,
administered every 24 hours at a dosage of 8 mg/kg for 10 days. The pathogens eradicated from the ears of infected
children included S pnewmoniae, S pyogenes, and beta-lactamase positive and negative strains of both H influenzae

and M catarrhalis.

®  The low incidence of superinfectinns (1%-2%) was comparable in both treatment groups, as was the incidence

of side effect failures (2%-3%). - <

® A lower percentage of patients in the cefpodoxime group (~1%) than in the cefixime group (4%-5%) was
treated with antibiotics other than the assigned study medication.

® The efficacy demonstrated by cefpodoxime (S mg/kg administered every 12 hours for 5 days) in the pivotal
studies is comparable to that of cefpodoxime administered every 12 hours at a total dosage of 10 mg/kg for
10 days and to that of amoxicillin/ clavulanate administered every 8 hours at a total dosage of 40 mg/kg for
10 days, as shown in the data from three historical studies comparing the latter three regimens.

®  The difference between the pivotal studies and the historical studies is that a sufficient number of patients
with otitis media due to S pyogenes were enrolled that eradication of this pathogen could be demonstrated with
the 5-day cefpodoxime regimen.

This shorter duration of treatment with cefpodoxime offers the potential advantage of better compliance with the
dosage schedule.

A probiem in the evaluating the bacteriologic outcome in this study is the fact that the control drug, Suprax® does
not have approval for S. pneumoniae in the indication of otitis media. As noted in the clinical studies section of the
Suprax® label, Suprax had a cure rate for S. pneumoniae which was 10% lower than for the drugs it was tested
against during its approval process. This Medical Officer also reviewed the original MOR (Dr. Renata Albrecht) of
the approval for Suprax® in the indication of AOM.

The potential problem with using Suprax® as a control for this current study is that even if Vantin ® shows an
equivalence to Suprax ®, this equivalence will not be sufficient to establish the appropriate level of efficacy against
S. pneumoniae for Vantin ®.

In order to assess the bacteriological outcome against the pathogen S. pneumoniae, we must take into consideration
that Vantin currently has approval irrthe indication of AOM at a dose of 5 mg/kg/dose bid for 10 days. After
review of the original MOR (Dr. Susan Alpert). The clinical cure rates of protocol 13 were roughly comparable:
65% for protocol 13(LTFU) and 60% &70% respectively in studies A &B. In addition, the bacteriological
cradication rate for S. pneumoniae was 58% in protocol 13 and was 65% and 76% respectively in studies A &B of
5 mg/kg/dose bidx5days. Thus despite the fact that the current studies used a control drug which does not currently
have approval for S. pneumoniae, we can consider approval of S. pnewnoniae based on a comparison with the
historical Vantin study and the overall result of the current studies.

When comparing the clinical and microbiologic outcome to the only approved oral short course agent Azithromycin
the following is noted:

= TOC was noted at day thirty because of the long half-life of this agent
= The overall efficacy for Azithromycin was 68% at this clinical time point day 30.
=> The clinical cure rates at “TOC” of 60% &70% respectively in studies A &B for Vantin®.

Final Conclusion pK

Cefpodoxime reaches clinically relevant levels in MEE following dosing with either 5 or 10 mg/kg in pediatric
. 63
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patients with acute otitis media —

-
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Final Conclusions Safety
Table G.S. Medical Event (ME) Summary
Pretocols 0098-A and 6098-B

Cefpedozime Cefixime

. Neds1 NadsS
] | No. (%) of Patients With No Mes 304 (63%) _303 (62%)
Mo (%) of Patients With at Least One ME 1T (37%) 185 (38%)

—_i-_(%) of Patients With at Least Ove Drug-selated ME | S8(12%) 9 (12%) -
[ No: (%) of Patients With Serious MEs*® ’ 0 3 (<I%)
{ No. (%) of Patients Who Discontinued Because of MEs 12 2%) 14 3%)

No. (%) of Deaths

0

e  The medical-event profile of cefpodoxime when administered at a dose of 5 mg/kg every 12 hours for 5 days, as
determined from integrated data from 481 patients who received the drug according to this regimen in two phase III

studies (protocols 0098-A ad 0098-B), was consistent with the known medical-event profile for cefpodoxime.
Gastrointestinal events, primarily diarrhea and vomiting, and rash were the most frequently reported medical events
and were the primary events that led to discontinuation of cefpodoxime therapy.

No clinically relevant differences in medical-event profiles, discontinuations due to medical events, or serious

medical events were noted between this cefpodoxime regimen and the 10-day cefixime regimen with which it was

compared in these studies.
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( IX. Appcnchx to Current Studxes
—d of Therapy
Medical Officer’s Nate The averall bactenalogtc re:ponses at End of Therapy are shown
for the intent-to-treat, the evaluable, and the Medical Officer sub-population in Tables 2.16, 2.17,
__ and 2.18, respectively. All comparisons (95% confidence intervals) of the difference between the
two treatment groups illustrate the superiority of cefpodoxime to cefixime at this time point in Study
A

TABLE 2.16: STUDY C2¢¢.". OVERAL!. #ACTERIOLOGIC RESPONSE OF
< THE ITT SUBJECTS AT END OF THERAPY ~

Bactenologxul Response Cefpodoxime Cefixime
(N=225) (N=230)
Cure 127 (56.4%) 101 (43.9%)
Failure 98 (43.6%) 129 (56.1%)
Cefpodoxime vs Cefiximef by Cure 12.5%, 95% C.1.: 3.0%, 22.1%

TABLE 2.17: STUDY 0098A: OVERALL BACTERIOLOGIC RESPONSE OF
THE EVALUABLE SUBJECTS AT END OF THERAPY

Bacteriological Response Cefpodoxime Cefixime
Cure 108 (87.1%) 95 (72.0%)
Failure 16 (12.9%) 37 (28.0%)
Cefpodoxime vs Cefixime by Cure 15.1%, 95% C.1.: 4.7%, 25.6%

TABLE 2.18: STUDY 0098A: OVERALL BACTERIOLOGIC RESPONSE OF
THE MO SUB-POPULATION AT END OF THERAPY

Bacteriological Response Cefpodoxime Cefixime
(N=125) (N=128)-
Cure 107 (85.6%) 90 (70.3%)
Failure 18 (14.4%) 38 (29.7%)
Cefpodoxime vs Cefixime by Cure 15.3%, 95% C.L: 4.5%, 26.1%

Medical Officer’s Note: The overall bacteriologic responses at End of Therapy are shown for the
intent-1o-treat, the evaluable, and the Medical Officer sub-population in Tables 3.15, 3.16, and
3.17, respectively. All comparisons (95% confidence intervals) of the difference between the two
treatment groups illustrate the equivalence between cefpodoxime and cefixime in Study B.



Nl

TABLE 3.15: STUDY 0098B: OVERALL BACTERIOLOGIC RESPONSE OF
. THE ITESUBJECTS AT END OF THERRPY -
(N=256) (N=258)
Cure 136 (53.1%) 134 (51.9%)
Failure 120 (46.9%) 124 (48.1%)
Cefpodoxime vs Cefixime by Cure 1.2%, 95% C.1: -7.8%, 10.2%
i T, ,16: STUDY 0098B: OVERALL BACTERIOLOGIC RESPONSE OF ‘ﬁ.
THE EVALUABLE SUBJECTS AT END OF THERAPY -
Clinical Response Cefpodoxime Cefiximef
(N=136) (N=140)
Cure 118 (86.8%) 120 (85.7%)
Failure 18 (13.2%) 20 (14.3%)
Cefpodoxime vs Cefixime by Cure 1.1%, 95% C.1.: -7.8%, 9.9%
TABLE 3.17: STUDY 0098B: OVERALL BACTERIOLOGIC RESPONSE OF
THE MO SUB-POPULATION AT END OF THERAPY
Bacteriological Response Cefpodoxime Cefixime
{(N=126) - (N=130)
Cure 89 (70.6%) 85 (65.4%)
Failure 37 (29.4%) 45 (34.6%) -
Cefpodoxime vs Cefixime by Cure 5.3%, 95% C.l.: -6.9%, 17.4%

End of Therapy By Pathogen Bacteriologic Evaluation

ISE Appendix Table 4.5 lists the End of Therapy by-pathogen eradication rates of all the
pathogens isolated at Pretreatment. Table E-31 summarizes the eradication rates for H influenzae,
M catarrhalis, S pneumoniae, and S pyogenes isolates. Cefpodoxime and cefixime had comparable

~ eradication rates for H influenzae (91% and 85%, respectively) and M catarrhalis (70% and 75%,

respectively), while cefpodoxime had higher eradication rates than did cefixime for S pneumoniae
(94% versus 77%) and S pyogenes (88% versus 71%).

Medical Officer’s Note: The pathogen eradication rates for the most common
isolated baseline pathogens at End of Therapy are summarized for the intent-to-treat, the
evaluable, and the Medical Officer sub-population in Table 2.19, 2.20, and 2.21, respectively for

Study A.

TABLE 2.19: STUDY 0098A: BY PATHOGEN BACTERIAL ERADICATION RATES OF

THE ITT SUBJECTS AT END OF THERAPY
(FOR MOST COMMON ISOLATED BASELINE PATHOGENS)

Pathogen Cefpodoxime Cefixime .Cefpodoxime vs Cefixime
by Eradication
H. influenzae 46/53 (86.8%) 38748 (79.2%) 7.6%, 95% C.1.: -9.0%, 24.3%




: M. catarrhalis 15721 (71.4%) 19729 (65.5%) 59%, 95% C1224.1%, 36.0%

{ S. pneumoniae 64/69 (92.8%) | 44/66 (66.7%) 26.1%, 95% C.L: 11.7%, 40.5%

> | S. pyogenes 1112 913%) | 9/13(69.2%) %, 95% C.1.: -15.1%., 60.0%
TABLE 2.20: STUDY 0098A: BY PATHOGEN BACTERIAL ERADICATION RATES OF

’ . THE EVALUABLE SUBJECTS AT END OF THERAPY

(FOR MOST COMMON ISOLATED BASELINE PATHOGENS)

Pathogen Cefpodoxime Cefixime _ Cefpodo~1mre vs Cefixime

- by Eraaication =
H. influenzae  __ 40/44 (90.9%) 37/47 (718.1%) 12.2%. 95% C.1.: -4.5%, 28.8%
M. catarrhalis 13/19 (68.4%) 18727 (66.7%) 1.8%, 95% C.L: -30.2%, 33.7%
S. pneumoniae 54157 (94.7%) 40/61 (65.6%) 292%, 95% C.l.: 14.2%,44.1%
. S. pyogenes 10/11 (90.9%) 8/12 (66.7%) 24.2%, 95% C.1.: -16.1%, 64.6%

TABLE 2.2]1: STUDY 0098A: BY PATHOGEN BACTERIAL ERADICATION RATES OF

THE MO SUB-POPULATION AT END OF THERAPY
(FOR MOST COMMON ISOLATED BASELINE PATHOGENS)

Pathogen Cefpodoxime Cefixime Cefpodoxime vs Cefixime
e by Eradication
( H. influenzae 39/43 (90.7%) 35/45 (77.8%) 129%, 95% C.1.: 4.3%, 30.1%
~ M. catarrhalis 12/18 (66.7%) 16/25 (64.0%) 2.7%, 95% C.1.: -30.9%, 36.2%
S. pneumoniae 55/58 (94.8%) 40/59 (67.8%) 27.0%, 95% C.1.: 12.1%, 42.0%
LS. pyogenes 11712 (91.7%) /11 (63.6%) 28.0%, 95% C.1.: -13.1%, 69.2%

Medical Officer’s Note:The pathogen eradication rates for the most common isolated baseline
pathogens at End of Therapy are summarized for the intent-to-treat, the evaluable, and the Medical
Officer sub-population in Tables 3.18, 3.19, and 3.20, respectively for Study B.
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w STUDY 0098B: BY PATHOGEN BACTERIAL ERADICATION RATES OF
THE ITL.SUBJECTS AT END OF THERSPY -
(FOR MOST COMMON ISOLATED BASELINE PATHOGENS)
Pathogen Cefpodoxime Cefixime Cefpodoxime vs Cefixime
by Eradication

H. influenzae 37141 (90.2%) 43/51 (84.3%) 5.9%, 95% C.1.: -9.8%, 21.6%
M. catarrhalis 18725 (72.0%) 16718 (88.9%) -16.9%, 95% C.l: 44.5%, 10.7%
S. pneumoniae F2719 (91.1%) 64777 (83.1%) 8.0%, 95% Cl.:-3.7%, 19.8%
S. enes 14/16 (87.5%) 12/16 (75.0%) 12.5%, 95% C.1.: -20.4%, 45.4%

TABLE 3.19: STUDY 0098B: BY PATHOGEN BACTERIAL ERADICATION RATES OF

THE EVALUABLE SUBJECTS AT END OF THERAPY
(FOR MOST COMMON ISOLATED BASELINE PATHOGENS)

Pathogen Cefpodoxime Cefixime Cefpodoxime vs Cefixime
by Eradication
H. influenzae 34/38 (89.5%) 36/42 (85.7%) 3.8%, 95%C.1.:-13.1%.20.7%
M. catarrhalis 16/23 (69.6%) | 15/17 (882%) -18.7%, 95% C.1.: -48.0%, 10.7%
S. pneumoniae 66/72 (91.7%) 61774 (82.4%) 92%, 95% C.l.:-2.9%.21.4%
LS._pyogenes 12/14 (85.7%) 12/16 (75.0%) 10.7%, 95% C.1.: -24.0%,454%

[ TABLE 3.20: STUDY 0098B: BY PATHOGEN BACTERIAL ERADICATION RATES OF

THE MO SUB-POPULATION AT END OF THERAPY
(FOR MOST COMMON ISOLATED BASELINE PATHOGENS)

Pathogen Cefpodoxime Cefixime Cefpodoxime vs Cefixime
by Eradication
H. influenzae 30/34 (88.2%) 34/39 (87.2%) 1.1%, 95% C.1.: -16.8%, 18.9%
M. catarrhalis 15121 (71.4%) 15716 (93.8%) -22.3%, 95% C.1.: -50.5%, 5.9%
S. pneumoniae 58/64 (90.6%) 53/65 (81.5%) 9.1%, 95% C.l.: 4.3%, 22.5%
LS. pyogenes 13/15 (86.7%) 12/16 (75.0%) 11.7%, 95% C.1.: -22.1%,454%

End of Therapy Overall Clinical Evaluation

Table E-30 summarizes the results of the overall clinical evaluation. The overall clinical success
rate (cured plus improved) was significantly higher in the cefpodoxime group than in the cefixime
group (87% versus 79%). The 95% confidence interval (CI) was 1.51% to 14.99% for difference in
success rates (ISE Appendix Table 4.2). The lower percentage of cures in the cefpodoxime group
(32%: 83/260) compared to that in the cefixime group (53%: 145/272) is probably due to the fact
that only 7-10 days had elapsed since cefpodoxime therapy was initiated compared to 12-15 days for
cefixime; thus, the patients in the cefpodoxime group had had a shorter interval for the natural
course of healing that begins following eradication of otitis media pathogens.

“edical Officer’s Note: Tables 2.22, 2.23, and 2.24 show clinical responses of the intent-to-treat,
the evaluable, and the Medical Officer evaluable subjects at End of Therapy, respectively.
Confidence interval results from these populations show that the two treatment groups were
therapeutically equivalent with respect to the success rates at this time point for Study A.



TABLE 2.22: STUDY 0098A: OVERALL CLINICAL RESPONSE OF

_ THE ﬂT—SUB JECTS AT END OF MY
Clinical Response Cefpodoxime Cefiximef
(N=225) (N=230)
Success 129 (57.3%) 101 (43.9%)
Failure 96 (42.7%) 129 (56.1%)
Cefpodoxime vs Cefiximef by Success 13.4%, 95% C.1.: 3.9%, 23.0%

TABLE 2.23. STUDY 0098A: OVERALL CLINICAL RESPONSE OF
THE EVALUABLE SUBJECTS AT END OF THERAPY

Clinical Response Cefpodoxime Cefiximef
(N=124) (N=132)
Success 108 (87.1%) 94 (711.2%)
Failure 16 (12.9%) 38 (28.8%)
Cefpodoxime vs Cefiximef by Success 15.9%, 95% Cl.: 5.4%, 26.4%

TABLE 2.24: STUDY 0098A: OVERALL CLINICAL RESPONSE OF
THE MO SUB-POPULATION AT END OF THERAPY .
Clinical Response Cefpodoxime Cefiximef
{N=125) (N=128)
Success 107 (85.6%) 90(70.3%)
Failure 18 (14.4%) 38 (29.7%)
Cefpodoxime vs Cefiximef by Success 15.3%, 95% C.1.: 4.5%, 26.1%

Medical Officer’s Note: Tables 3.21, 3.22, and 3.23 show clinical responses of the inteni-to-treat,
the evaluable, and the Medical Officer Sub-Population at End of Therapy, respectively.

Confidence interval results from these populations show that the two treatment groups were .
therapeutically equivalent with respect to the success rates at this time point for Study B.

TABLE 3.21: STUDY 0098B: OVERALL CLINICAL RESPONSE OF
THE ITT SUBJECTS AT END OF THERAPY

Clinical Response Cefpodoxime Cefiximef
(N=256) (N=258)
Success 139 (54.3%) 136 (52.7%)
Failure 117 (45.7%) 122 (47.3%)
Cefpodoxime vs Cefiximef by Success 1.6%, 95% C.l.: -7.4%, 10.6%

]'ABLE 3.22: STUDY 0098B: OVERALL CLINICAL RESPONSE OF
THE EVALUABLE SUBJECTS AT END OF THERAPY

Clinical Response Cefpodoxime Cefiximef
(N=136) (N=140)
Success 118 (86.8%) 120 (85.7%)




Failure 18 (13.2%) | 20 (14.3%)

Cefpodoxime vs Cefixime by Success 1.1%, 95351.: -7.8%, 9.9%
JABLE 3.223: STUDY 0098B: OVERALL CLINICAL RESPONSE OF
THE MO SUB-POPULATION AT END OF THERAPY
Clinical Response Cefpodoxime Cefiximef
(N=126) (N=130)
Success 109 (86.5%2 110 (84.6%)
Failure 17 (13.5%) 20 (15.4%)
Cefpodoxime vs Cefixime by Success ' 1.9%, 95% C.l:-75%, 11.3%

The following nine tables (Tables 2.25 10 Table 2.33) present other ancillary efficacy data of the
Medical Officer sub-population including bacteriologic and clinical responses at Visit 2, Visit
3, and Final Visit. Confidence interval results show that the two treatment groups were
therapeutically equivalent with respect to the overall bacteriological responses and the overall
clinical responses at these time points.

Visit 2 Overall Bacteriologic Evaluation

. Table E-30 summarizes the results of the overall bacteriologic response at Visit 2. The overall
“teriologic cure rates (87%) for the cefpodoxime group (226/260) and the cefixime group
- =36/271) were not significantly different (95% CI: -6.26% to 5.94%).
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RPN ORIGINAL



(

\

TABLE 225: STUDY 0098A: OVERALL BACI'ERIOIRIC RESPONSE OF
‘THE MO SUB-POPULATION AT VISIT 2

Bacteriological Response Cefpodoxime Cefixime
(N=125) (N=128)
Cure 107 (85.6%) 102 (79.7%)
Failure 18 (14.4%) 26 (203%)
Cefpodoxime vs Cefixime by Cure 5.9%, 95% C.1.: -4.2%, 16.0%

TABLE 324: STUDY 0098B: OVERALL B ACITRIOLOGIC RESPONSE OF
THE MO SUB-POPULATION AT VISIT 2

-

Bacteriological Response Cefpodoxime Cefixime
(N=126) (N=130)
Cure 109 (86.5%) 119 (91.5%)
Failure 17 (13.5%) 11 (8.5%)
Cefpodoxime vs Cefixime by Cure -5.0%, 95% C.1.: -13.5%. 3.4%

Visit 3 Overall Bacteriologic Evaluation

Table E-30 summarizes the results of the overall bacteriologic response at Visit 3 (Days 12-15).
ne overall bacteriologic cure rates for the cefpodoxime group (74%: 191/257) and the cefixime
group (79%: 215/272) were not significantly different (95% CI: -12.31% to 2.86%).

THE MO SUB-POPULATION AT VISIT 3

TABLE 2.26: STUDY 0098A: OVERALL BACTERIOLOGIC RESPONSE OF
THE MO SUB-POPULATION AT VISIT 3
Bacteriological Response Cefpodoxime Cefixime
(N=125) (N=128)
Cure 86 (68.8%) 90 (70.3%)
Failure 39(31.2%) 38 (29.7%)
Cefpodoxime vs Cefixime by Cure - -1.5%, 95% C.L: -13.6%, 10.6%
TABLE 3.25: STUDY 0098B: OVERALL BACTERIOLOGIC RESPONSE OF

Bacteriological Response Cefpodoxime Cefixime
(N=126) (N=130)
Cure 97 (77.0%) 110 (84.6%)
Failure 29 (23.0%) 20 (15.4%)
Cefpodoxime vs Cefixime by Cure -7.6%, 95% C.1.: -18.0%, 2.8%

Final Visit Overall Bacteriologic Evaluation
Table E-30 summarizes the results of the overall bacteriologic response at Final Visit (Days 25-38).
-- The overall bacteriologic cure rates for the cefpodoxime group (65%: 161/249) and the ccﬁxxmc
-roup (65%: 170/262) were not slgmﬁcantly different (95% CI: -8.9% to 8.45%).

JABLE 15: STUDY 0098A: SUBSET ANALYSES BY DEMOGRAPHIC ASPECTS OF THE
OVERALL BACTERIOLOGICAL CURE RATES OF THE EVALUABLE SUBJECTS AT FINAL




vISIT

Subset Cefpodoxime Cefixime 95% C.1. P-value
(N=124) F= (N=132) - = - Bresiow-Day's
Male 37464 (57.8%) 4772 (65.3%) (-253%, 104%) 0309
Female 35/60 (58.3%) 32/60 (53.3%) (-14.4%, 24 4%)
<2 yrs. 23/52 (442%) 37166 (56.1%) (-31.6%, 7.9%) 0.194
22 yrs. 49/72 (68.1%) 42/66 (63.6%) (-12.9%,21.7%)
White 39/66 (59.1%) 43/72 (59.7%) (-18.5%. 172%) 0.748
Black 6/10 (60.0%) 519 (55.6%) NA
Hispanic 25/43 (58.1%) 30v50 (60.0%) (-24.1%, 20.3%)
Other 2/5 (40.0%) 1/1 (100%) . NA
TABLE 16: STUDY 0098A: OVERALL BACTERIOLOGIC RESPONSE OF THE ITT
SUBJECTS AT FINAL VISIT
Bacteriological Response Cefpodoxime Cefixime
(N=225) (N=230)
Cure 82 (364%) 84 (36.5%)
Failure 143 (63.6%) 146 (63.5%)
Cefpodoxime vs Cefixime by Cure 0.1%, 95% C.l1.: -9.4%, 9.2%
TABLE 17: STUDY 0098A: OVERALL BACTERIOLOGIC RESPONSE OF THE
EVALUABLE SUBJECTS AT FINAL VISIT
Bacteriological Response Cefpodoxime Cefixime
(N=124) (N=132)
Cure 72 (58.1%) 79 (59.9%)
Failure 52 (41.9%) 53 (40.1%)
Cefpodoxime vs Cefixime by Cure -1.8%, 95% C.1.: -14.6%, 11.1%
Iém STUDY 0098A: OVERALL BACTERIOLOGIC RESPONSE OF
THE MO SUB-POPULATION AT FINAL VISIT
Bacteriological Response Cefpodoxime Cefixime
(N=126) (N=130)
Cure 84 (66.7%) 85 (65.4%)
Failure 42 (33.3%) 45 (34.6%)
Cefpodoxime vs Cefixime by Cure 1.3%, 95% C.1.:-11.1%, 13.7%

TJABLE 18: STUDY 00988: OVERALL BACTERIOLOGIC RESPONSE OF THE T

SUBJECTS AT FINAL VISIT
Bacteriological Response Cefpodoxime Cefixime
(N=256) (N=258)
Cure 103 (40.2%) 108 (41.9%)
Failure 153 (59.8%) 150 (58.1%)
Cefpodoxime vs Cefixime by Cure: -1.6%, 95% C.1.: -10.5%, 7.3%




TABLE 19: STUDY 00988: OVERALL BACTERIOLOGIC RESPONSé OF THE
- _EVALUABLE SUBJECTS AT FINAL viBIT -
Bacteriological Response Cefpodoxime Cefixime
. (N=136) (N=140)
Cure 89 (65.4%) 91 (65.0%)
Failure 47 (34.6%) 49 (35.0%)
Cefpodoxime vs Cefiximef by Cure 04%, 95% C.l.: -11.5%, 12.4%
TABLE 20: STUDY 00988: SUBSET ANALYSES BY DEMOGRAPHIC ASPECTS OF THE
OVERALL BACTERIOLOGICAL CURE RATES OF THE EVALUABLE SUBJECTS AT FINAL
E VISIT
Subset I Cefpodoxime Cefiximef 95% C.1. . P-value
(N=136) (N=140) Breslow-Day's
Male 56780 (70.0%) 56/84 (66.7%) (-12.1%, 18.83%) 0.580
Female 33/56 (58.9%) 35156 (62.5%) (-23.4%, 16.3%)
<2 yrs. 30/57 (52.6%) 33/58 (56.9%) (-24.2%, 15.7%) 0.782
22 yrs. 59779 (74.7%) 58/82 (70.7%) (-11.0%, 18.9%)
White 72/110 (65.5%) 78/114 (68.4%) (-16.2%, 102%) 0.088
Black 10/16 {(62.5%) 8/14 (57.1%) (-36.5%,47.2%)
Hispanic 7/10 (70.0%) 3/8 (37.5%) NA
Other 0/0 (NA) 2/4 (50.0%) NA
TABLE 2.27: STUDY 0098B: OVERALL BACTERIOLOGIC RESPONSE OF
THE MO SUB-POPULATION AT FINAL VISIT
Bacteriological Response Cefpodoxime Cefixime
(N=125) (N=128)
Cure 70 (56.0%) 72 (56.3%)
Failure 55 (44.0%) 56 (43.8%)
Cefpodoxime vs Cefixime by Cure 0.2%, 95% C.1.: -13.3%, 12.8%

- Visit 2 By-Pathogen Bacteriologic Evaluation

ISE Appendix Table 5.5 lists the Visit 2 by-pathogen eradication rates of all the pathogens isolated
at Pretreatment. Table E-31 summarizes the eradication rates for H influenzae, M catarrhalis,
S pneumoniae, and S pyogenes isolates. Cefpodoxime and cefixime had comparable eradication
rates for all four organisms at the Visit 2 analysis: H influenzae (91% and 92%, respectively) and
M catarrhalis (70% and 75%, respectively), S pneumoniae (94% and 89%, respectively), and
S pyogenes (88% and 83%, respectively).

TABLE 2.28: STUDY 0098A: BY PATHOGEN BACTERIAL ERADICATION RATES OF
THE MO SUB-POPULATION AT VISIT 2
(FOR MOST COMMON ISOLATED BASELINE PATHOGENS)

Pathogen Cefpodoxime Cefixime Cefpodoxime vs Cefixime
K by Eradication
H. influenzae 39/43 (90.7%) 40/45 (88.9%) 1.8%, 95% C.I.: -13.1%, 16.7%
M. catarrhalis 12/18 (66.7%) 18725 (72.0%) -5.3%, 95% C.1.: -38.1%,27.4%
S. pneumoniae 55/58 (94.8%) 48/59 (81.4%) 13.5%, 95% C.1.: 0.3%, 26.6%




LS. pyogenes | 1120917%) | on1818%) |  9.8%, 95% C.l.: -26.5%, 46.2%
. F - - N - -i -
TABLE 3.27: STUDY 0098B: BY PATHOGEN BACTERIAL ERADICATION RATES OF
THE MO SUB-POPULATION AT VISIT 2
(RFOR MOST COMMON ISOLATED BASELINE PATHOGENS)
Pathogen Cefpodoxime Cefixime Cefpodoxime vs Cefixime
by Eradication
H. influenzae 3034 (88.2%) 38/39 (97.4%) 92%, 95% Cl.: -23.9%, 5.5%
M. catarrhalis 15121 (71.4%) 13/16 (81.3%) 9.8%, 95% C.l1.: 42.5%,22.9%
S. pneumoniae 58/64 (90.6%) 60/65 (92.3%) -1.7%, 95% C.1.: -12.9%,9.5%
LS. pyogenes 13/15 (86.7%) 14/16 (87.5%). 0.8%, .95% C.1.: -30.9%, 29.3%

Visit 3 By-Pathogen Bacteriologic Evaluation

ISE Appendix Table 5.11 lists the Visit 3 by-pathogen eradication rates of all the pathogens isolated

at Pretreatment. Table E-31 summarizes the eradication rates for H influenzae, M catarrhalis,

S pneumoniae, and S pyogenes isolates. Cefpodoxime had eradication rates higher than those of

cefixime for S pyogenes (84% versus 71%), comparable to those of cefixime for S pneumoniae
(79% versus 77%), and lower than those of cefixime for H influenzae (72% versus 85%) and
* *4 catarrhalis (59% versus 75%).
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TABLE 2.29: STUDY 0098A: BY PATHOGEN BACTERIAL ERADICATION RATES OF

- THE MO:SUB-POPULATION AT VISIE=3

(FOR MOST COMMON ISOLATED BASELINE PATHOGENS)

Pathogen Cefpodoxime Cefixime Cefpodoxime vs Cefixime
by Eradication
H. influenzae 39/43 (90.7%) 40/45 (88.9%) 1.8%, 95% C.1.: -13.1%, 16.7%
M. catarrhalis 12/18 (66.7%) 18725 (72.0%) -5.3%, 95% C.1.: -38.1%, 27.4%
S. pneumoniae §5/58 (94.8%) 40/59 (67.8%) 27.0%, 95% Cl.: 12.1%, 42.0%
| S. pyogenes 11712 (91.7%) 9/11 (81.8%) 9.8%, 95% C.1.: -26.5%. 46.2%

TABLE 328: STUDY 0C9"~ . BY PATHOGEN BACFERIAL ERADICATION RATES OF

THE MO SUB-POPULATION AT VISIT 3 -

(FOR MOST COMMON ISOLATED BASELINE PATHOGENS)

Pathogen Cefpodoxime Cefixime Cefpodoxime vs Cefixime
by Eradication
H. influenzae 25/34 (73.5%) 34739 (87.2%) -13.7%, 95% Cl.: -34.6%, 7.3%
M. catarrhalis " 1120 (55.0%) 15/16 (93.8%) -38.8%, 95% C.I.: -69.2%, -8.3%
S. pneumoniae 53/64 (82.8%) 53/65 (81.5%) 13%, 95% Cl.: -13.5%, 16.0%
S. pyogenes 12/14 (85.7%) 12/16 (75.0%) 10.7%, 95% C.1.: -24.0%. 45.4%

Final Visit By-Pathogen Bacteriologic Evaluation

E Appendix Table 5.11 lists the Final Visit by-pathogen eradication rates of all the pathogens
.solated at Pretreatiment. Table E-31 summarizes the eradication rates for H influenzae,
M catarrhalis, S pneumoniae, and S pyogenes isolates. Cefpodoxime had eradication raies higher
than those of cefixime for S pneumoniae (69% versus 58%) and S pyogenes (70% versus 61%).
comparable to those of cefixime for M catarrhalis (68% versus 63%) and lower than those of
cefixime for H influenzae (57% versus 74%).

TABLE 21: STUDY 0098A: BY PATHOGEN BACTERIAL ERADICATION RATES OF THE ITT
SUBJECTS AT FINAL VISIT (FOR MOST COMMON ISOLATED BASELINE PATHOGENS)

Pathogen Cefpodoxime Cefixime Cefpodoxime vs Cefixime
- by Eradication

H. influenzae 0/0 (NA) 23 (66.7%) NA

H. influenzae (0-1. -) 18725 (72.0%) 17723 (73.9%) -19%, 95% Cl.: -312%,274%
H. influenzae (0-1. +) 13/19 (68.4%) 13719 (68.4%) 0%, 95% C.1.: -34.8%, 34.8%
M. catarrhalis o/1 (0%) 4/6 (66.7%) NA

M. catarrhalis (6-1. -) 2/4 (50.0%) 373 (100%) NA

M. catarrhalis (6-1. +) 9/13 (69.2%) 11718 (61.1%) 8.1%, 95% C.l.: -32.2%, 48.5%
S. pneumoniae 41/63 (65.1%) 33/63 (52.4%) 12.7%, 95% C.L: -5.9%, 31.3%
| S. pyogenes 7710 (70.0%) 6/12 (50.0%) 20.0%, 95% C.1.: -29.3%, 69.3%

TJABLE 22: STUDY 0098A: BY PATHOGEN BACTERIAL ERADICATION RATES OF THE
EVALUABLE SUBJECTS AT FINAL VISIT (FOR MOST COMMON ISOLATED BASELINE

PATHOGENS)
Pathogen Cefpodoxime Cefixime Cefpodoxime vs Cefixime
. by Eradication
H. influenzae 0/0 (NA) 2/3 (66.7%) NA
H. influenzae (0-1. -) 16/23 (69.6%) 16722 (72.7%) -32%, 95% C.1.: -34.1%, 27.7%
H. influenzae (6-1. +) 13/19 (68.4%) 13/19 (68.4%) 0%, 95% C.1.: -34.8%, 34.8%




—
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M. catarrhalis

S. pneumoniae

LS. pyogenes

o1 (0%) 4/6 (66.7%) NA

M. catarrhalis (6-1 -) 23 (66.7%) 3/3(100%) NA
M. catarrhalis (0-L +) | -9A3 (69.2%) - 1118 (611%) £2%, 95% Cl.: -32.2%,48.5%
35/56 (62.5%) 31/60 (51.7%) 10.8%, 95% C.1.: -8.8%, 30.5%
6/ (66.7%) S/11 (45.5%) 21.2%, 95% C.1.: -31.5%, 73.9%

TABLE 2.30: STUDY 0098A: BY PATHOGEN BACTERIAL ERADICATION RATES OF

THE MO SUB-POPULATION AT FINAL VISIT

(FOR MOST COMMON ISOLATED BASELINE PATHOGENS)

Pathogen Cefpodoxime Cefixime Cefpodoxime vs Cefixime
) = by Eradication -
H. influenzae 30v42 (71.4%) 35/45 (77.8%) 6.3%, 95% C.l.: -26.9%, 14.2%
M. catarrhalis 10/17 (58.8%) 16/25 (64.0%) -52%, 95% C.l.: 40.1%, 29.8%
S. pneumoniae 44/56 (78.6%) 40/59 (67.8%) 10.8%, 95% C.1.: -7.0%. 28.6%
LS. pyogenes 10/12 (83.3%) 11 (63.6%) 19.7%., 95% C.L: -24.4%, 63.8%

TJABLE 23: STUDY 0098A: BY PATHOGEN BACTERIAL ERADICATION RATES OF THE
SUBJECTS OF THE MO SUB-POPULATION AT FINAL VISIT (FOR MOST COMMON

ISOLATED BASELINE PATHOGENS)

oM GRIGIRAL

Pathogen Cefpodoxime Cefixime Cefpodoxime vs Cefixime
by Eradication
H. influenzae 0/0 (NA) 23 (66.7%) NA
H. irfluenzae (6-L. -) 16/23 (69.6%) 15721 (71.4%) -19%, 95% C..: -33.4%, 29.7%
H. influenzae (0-1. +) 11/17 (64.7%) 11117 (64.7%) 0%, 95% C.1.: -38.0%, 38.0%
M. catarrhalis 0/1 (0%) /5 (60.0%) NA .
| M. catarrhalis (9-1. -) 172 (50.0%) 3/3 (100%) NA
{ M. cararrhalis (6-1. +) 8/12 (66.7%) 10v17 (58.8%) 7.8%, 95% C1.: -34.7%, 50.4%
S. pneumoniae 36/57 (63.2%) 29/57 (50.9%) 12.3%, 95% C1.: -7.5%, 32.1%
LS. myogenes 7/10 (70.0%) 4/10 (40.0%) 30.0%, 95% C.1.: -21.6%, 81.6%
APPEARS THIS WAY




TABLE 24: STUDY 0098B: BY PATHOGEN BACTERIAL ERADICATION RATES OF THE ITT
SUBJECTS AT FINAL VISIT (ROR MOST COMMON ISOLATED BASELINE PATHOGENS)

Pathogen Cefpodoxime Cefixime Cefpodoxime vs Cefixime
. _by Eradication

H. influenzae 2/2 (100%) 577 (71.4%) NA

H. influenzae (O-L -) 8/16 (50.0%) 12/16 (75.0%) -25.0%, 95% C.1.: -63.7%, 13.7%

H. influenzae (6-L. +) | - 8721 (38.1%) 18124 (75.0%) -36.9%, 95% C.l.: -68.4%, -5.4%
4 M. casarrhalis 2/4 (50.0%) 172 (50.0%) NA

M. catarrhalis (6-1. -) 171 (100%) OO(NA) . NA

M. catarrhalis (6-L +) 11717 (64.7%) 9/15 (60.0%) 4.7%, 95% Cl.: -352%, 44 6%

S. pneumoniae 56778 (71.8%) 49777 (63.6%) 82%, 95% C.l.:-7.8%, 34.1%

| S, pyogenes 12/16 (75.0%) 11716 (68.8%) 6.3%, 95% C.1.: -31.1%, 43.6%

JABLE 25: STUDY 0098B: BY PATHOGEN BACTERIAL ERADICATION RATES OF THE
EVALUABLE SUBJECTS AT FINAL VISIT (FOR MOST COMMON ISOLATED BASELINE

PATHOGENS)
Pathogen Cefpodoxime Cefixime Cefpodoxime vs Cefixime
by Eradication

H. influenzae 1/1 (100%) 4/6 (66.7%) NA

H. influenzae (6-L. -) 8/16 (50.0%) 9/12 (75.0%) -25.0%, 95% C.L.: -66.9%, l6 9%

H. influenzae (6-1. +) 619 (31.6%) 14/20 (70.0%) -38.4%, 95% Cl.: -72.5%, 4.3%

M. catarrhalis 224 (50.0%) 172 (50.0%) NA

M. catarrhalis (0-1. -) 171 (100%) 00 (NA) NA

M. catarrhalis (6-1. +) 11717 (64.7%) 8/14 (57.1%) 7.6%, 95% C.1.: -33.4%, 48.5%

S. pneumoniae 5171 (71.8%) 45/73 (61.6%) 102%, 95% C.l.: -6.5%, 26.9%
LS. pyogenes 10/14 (71.4%) 11716 (68.8%) 2.7%, 95% C.1.: -36.8%, 42.2%

TABLE 26: STUDY 0098B: BY PATHOGEN BACTERIAL ERADICATION RATES OF THE MO
SUB-POPULATION AT FINAL VISIT (FOR MOST COMMON ISOLATED BASELINE

PATHOGENS)
Pathogen Cefpodoxime Cefixime . Cefpodoxime vs Cefixime
by Eradication
H. influenzae 171 (100%) 4/6 (66.7%) NA
H. infiuenzae (9-1. -) 8/16 (50.0%) 9/11 (81.8%) -31.8%, 95% Cl.: -73.0%,9.3%
H. influenzae (0-1. +) 5/15 (33.3%) 12/18 (66.7%) -33.3%, 95% C.l.:-71.7%. 5.1%
M. catarrhalis 2/4 (50.0%) ¥% (50.0%) NA
M. catarrhalis (6-1. -) 171 (100%) 0/0 (NA) NA
M. catarrhalis (6-1. +) 10/15 (66.7%) 8/13 (61.5%) 5.1%, 95% C.1.: -37.7%, 47.9%
S. pneumoniae 47163 (74.6%) 41/65 (63.1%) 115%, 95% C.1.: -5.9%, 29.0%
S. pyogenes 11/15 (73.3%) 11/16 (68.8%) 4.6%, 95% C.1.: -33.8%, 42.9%
Visit 2

Visit 2 Overall Clinical Evaluation
Table E-30 summarizes the results of the overall clinical response at Visit 2. The overall clinical -
success rates (87%) for the cefpodoxime group (226/260) and the cefixime group (236/271) were
not significantly different (95% CI: -6.26% to 5.94%).



TABLE 2.31: STUDY 0098A: OVERALL CLINICAL RESPONSE OF
THE MO SUB-POPULATION AT VISIT2

Clinical Response  =— -s Cefiximef
(N=125) (N=128)
Success 107 (85.6%) 103 (80.5%)
Failure 18 (14.4%) 25 (19.5%)
Cefpodoxime vs Cefixime by Success 5.1%, 95% C.1.: -4.9%, 15.1%

TABLE 3.30: STUDY 0098B: OVERALL CLINICAL RESPONSE OF

THE MO SUR-POPULATION AT VISIT 2
Clinical Response ~ . Cefpodoxime Cefiximef
{N=126) (N=130)
Success 109 (86.5%) 119 (91.5%)
Failure 17 (13.5%) 11 (8.5%)
‘ Cefpodoxime vs Cefixime by Success -5.0%, 95% C.l.:-13.5%, 3.4%

Visit 3 Overall Clinical Evaluation

Table E-30 summarizes the results of the overall clinical response at Visit 3. The overall clinical

success rates for the cefpodoxime group (74%: 191/257) and the cefixime group (79%: 214/272)
- were not significantly different (95% CI: -11.96% to 3.25%).

TABLE 2.32: STUDY 0098A: OVERALL CLINICAL RESPONSE OF

THE MO SUB-POPULATION AT VISIT 3
Clinical Response Cefpodoxime Cefiximer
(N=125) (N=128)
Success 86 (68.8%) 90 (70.3%)
Failure 39(31.2%) 38 (29.7%)
Cefpodoxime vs Cefixime by Success -1.5%, 95% C.1.: -13.6%, 10.6%
[ASUS-MRN RIS WAY
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TABLE 331: STURY 0098B: OVERALL CLINICAL RESPONSE OF
- = THE M-SUB-POPULATION AT VISI¥3
Clinical Response i Cefiximef
(N=126) (N=130)
Success 97 (77.0%) 110 (84.6%)
Failure 29 (23.0%) 20 (15.4%)
) Cefpodoxime vs Cefiximef by Success 1.6%, 95% C.1.: -18.0%, 2.8%

Final Visit Overal! Clinical Evaluation ‘ - -

Table E-30 summarizes the results of the overall clinical response at Final Visit (Days 25-38). The
overall clinical success rates for the cefpodoxime group (65%: 161/249) and the cefixime group
(65%: 170/262) were not significantly different (95% CI: -8.9% to 8.45%)

TABLE 27: STUDY 0098A: OVERALL CLINICAL RESPONSE OF THE ITT

SUBJECTS AT FINAL VISIT
Clinical Response Cefpodoxime Cefiximef
(N=225) (N=230)
Success 83 (36.9%) 85 (37.0%)
Failure 142 (63.1%) 175 (63.0%)
Cefpodoxime vs Cefiximef by Success 0.1%, 95% C.1.: -9.4%, 9.2%

TABLE 28: STUDY 0098A: OVERALL CLINICAL RESPONSE OF THE EVALUABLE

SUBJECTS AT FINAL VISIT
Clinical Response Cefpodoxime Cefiximef
(N=124) (N=132)
Success 72 (58.1%) 79 (59.8%)
Failure 52 (41.9%) 53 (40.2%)
Cefpodoxime vs Cefiximef by Success -1.8%, 95% Cl.:-14.6%,11.1%

TABLE 2.33: STUDY 0098A: OVERALL CLINICAL RESPONSE OF
THE MO SUB-POPULATION AT FINAL VISIT

Clinical Response Cefpodoxime Cefiximef
(N=125) (N=128)
Success 70 (56.0%) 73(57.0%)
Failure 55 (44.0%) 55 (43.0%)
Cefpodoxime vs Cefixime by Success -1.0%. 95% C.I.: -14.0%, 12.0%




JABLE 29: STUDY 00988: OVERALL CLINICAL RESPONSE OF THE ITT

o= BUBJECTS AT FINAL VISIT =
Clinical Rupome Cefpodoxime Cefiximef
(N=256) (N=258)
Success 104 (40.6%) 110 (42.6%)
Failure 152 (59.4%) 148 (57.4%)
Cefpodoxime vs Cefixime by Success -2.0%, 95% C.1.: -10.9%, 16.7%

TABLE 30: STUDY 0098B: OVERALL CLINICAL RESPONSE OF THE EVALUABLE

SUBJECTS AT FINAE VISIT
Clinical Response Cefpodoxime. - -- Cefiximef
(N=136) (N=140)
Success 89 (65.4%) 91 (65.0%)
Failure 47 (34.6%) 49 (35.0%)
Cefpodoxime vs Cefixime by Success 0.4%, 95% C.I.: -11.5%, 12.4%

TABLE 3.32: STUDY 0098B: OVERALL CLINICAL RESPONSE QF
THE MO SUB-POPULATION AT FINAL VISIT
Clinical Response Cefpodoxime Cefiximef
{N=126) (N=130)
Success 84 (66.7%) 85 (65.4%)
Failure 42 (33.3%) 45 (34.6%)

cc:

| gp'gdoximc vs Cefixime by Success

1.3%, 95% C.1.: -11.1%, 13.7%
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